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pathogen invasion and the initiation of treatment. Reduced antibi- Miscellaneous experimental infections 
otic efficacy occurs with long PTIs. T h  study investigated the effect 
of PTI on bacterial clearance and exacerbation of inflammation dur- 
Methods: Rabbits were intracisternally inoculated with -lo3& 
Haemophilus inyuenzae type b and treated with 100 mg/kg ceferiax- 
one (CTX) iv after either a 6 or 12 h PTI. 
~1313 Levels of TNF-a and Number of 
Polymorphonuclear Neutrophils in 11-12 
Treated BALBIc Mice with Pseudomonas 
aenrginosa Lung Infection 
ing experimental meningitis. El
, I  
Results: Bacteria were eramcated fiom the CSF at a faster rate 
following the 12 h PTI (-0.70 log &/mL/h) as compared to the 6 
h PTI (-0.47 log cfu/mL/h). Although a 12 h PTI allowed higher 
peak antibiotic CSF penetration (12 h PTI: 31 f 1.7 pg CTX/mL 
C. Moser, D. Gosselin I ,  H.K. Johansen, Z .  Song, N. H0iby. 
Deparhnent ofclinical Microbioloa, Rigshospifalet, Copenhagen, 
Denmark, 'Centrefor the study ofHost Resistance, McCill University, 
Montreal, Canada 
CSF 6 h PTI: 9.1 f 2 pg  CTX/mL CSF), higher CTX levels 
did not increase kill rates in vitro. CTX lost 'cidal activity in vitro 
at high bacterial densities which was not reflected in vivo after a 
12 h PTI. Treatment-associated exacerbation of host dammatory 
response was attenuated at the late PTI. CSF leukocyte (WBC) levels 
increased after a 6 h PTI ( h m  370 f 192 WBC/pL CSF before 
treatment to a peak level of 5343 zk 1518 WBC/pL CSF), whde 
the 12 h PTI group demonstrated no change in CSF WBC levels 
following treatment (-5000 WBC/fiL CSF). TNF levels increased 
to 24-fold the pre-treatment time levels after a 6 h PTI (fbm 2 f 
0.7 ng TNF/mL CSF to a peak of 48 zk 15 ng TNF/mL CSF), 
whde only a 3-fold increase occurred after a 12 h PTI (72 f 31 ng 
TNF/mL CSF to a peak of 198 f 56 ng TNF/mL CSF). 
Conclusions: Delay of treatment apparently does not reduce an- 
tibiotic effectiveness in meningitis, but reduces antibiotic-induced 
exacerbation of subarachnoid space inflammation. 
Ip1312) Tumor Necrosis Factor-a Contributes to 
Apoptosis in Hippocampal Neurons during 
Experimental Neonatal Meningitis 
S.L. Leib I ,  I .  Bogdan I ,  L. Chow ', M.G. Tauber '. Infectious 
Diseasec Divisions, University Hospital, Batel, Switzerland, 'Sun 
Francisco General Hospifal, University of Calfornia, San Framjco, 
C a l f r n i a ,  USA 
Objectives: The present study was performed to evaluate the role 
of tumor necrosis factor4 (TNFa) in the pathogenesis of neu- 
ronal injury in a model of neonatal meningitis caused by group B 
streptococci (GBS). 
Methods: Eleven day old rats were infected intracisternally with 
10 ~1 of GBS in saline (loglo 5.9 f O.l/ml) and randomized for 
treatment with a monoclonal antibody against T N F 4  (TNFmAb: 
20 mg/kg) or s h e  intraperitoneally (i.p.) in a single dose at the 
time ofinfection. In a second experiment, the antibody (170 pg/40 
p.1) or s h e  were administered bectly innacisternally (i.c.). 
Results: Histopathology after 24 h showed two forms of neuronal 
injury: 1.) cortical necrosis; 2.) apoptosis in the hippocampal dentate 
gyrus. Treated showed sigmficantly lower neuronal injury 
scores (median [range]) in the hippocampus than controls both for 
i.p. (p = 0.01) and i.c. (p < 0.05) admimstration of the antibody, but 
had similar cortical injury and CSF m&unmation: 
Cortcx IGpp0cvnp"s 
Conml Treated Conrrol Tiented 
TNFmAb 1.p. 2.9 IG5.81 2.4 [04.4] 3.9 IM.21 1.3 (04.31 
TNFmAbm. 3.5 [0-5.0] 2.0 [0-5.6] 3.1 [W.3] 1.2 [W.2] 
Conclusions: TNF-Q' played a critical role in neuronal apoptosis 
in the hippocampus, while it was not essential for the development 
of mhnmation and cortical injury in this model. 
Objectives: The chronic Pseudomonas aenrginosa (PA) lung infection 
in Cystic Fibrosis (CF) is characterized by a Th2-like immune re- 
sponse with a pronounced antibody response and microcolonies of 
biofilm embedded PA surrounded by PMNs. Previously we found 
that IL-12 treatment of Th2 reacting BALB/c mice with PA lung 
infection delayed mortality, decreased I L 4  and increased IFN-y pro- 
duction by spleen cells. 
Methods: To investigate this mechanism further we challenged 
41 BALB/c mice with 2.4 x lo7 CFU/ml of PA Twentyone mice 
were treated with IL-12 1.0 mg/day i.p. &om one day prior to 
challenge unnl day 5. Twenty control mice were treated with PBS. 
All mice were sacrifized at day 7. Spleen cells were stimulated with 
antigens or mitogens. Concentrations of IFN-)I, IL-4 and TNF-a 
were determined in supernarants by ELISA. Lungs were prepared for 
histopathology and bacteriology. 
Results: In supernatants fhm stimulated spleen cells we deter- 
mined a signtficantly lower IL-4 (p < 0.01) and a sigdcantly hgher 
T N F 4  (p < 0.02) concentration in IL-12 treated mice. In these 
mice we also found significantly more mice with acute inflammation 
and microabscesses (p < 0.025) compared to non-treated controls (n 
Conclusion: In conclusion we find that IL-12 treatment of 
BALB/c mice during PA lung infection benefits PMN lung inflam- 
mation and this might be mediated through T N F 4  production. 
= 12). 
p] Effects of Radix Angelicae Sinensis, Qingkailing 
and Shuanghuanglian on a Rat Model of 
Chronic Pseudomonas Aemginosa Pneumonia 
ZJ Song', H.K. Johansen', C. Moser', V Faber', A. Kharazmi', 
J. Rygaard ', N. H0iby I .  'Wt. Clin. MiuobioloB, Copenhagen, 
Denmark, 2Dept. Communicable G Eopical Diseases, Copenhagen, 
Denmark, Rt&hospifalet, and Bartholin Imtituttet, Copenhagen, 
Denmark 
Objectives: To screen the effective drugs h m  Chmese herbal 
medicine for the treatment of chronic Pseudornonas aeruginosa lung 
infection, 
Methods: Chinese herbal medicine, Radix angelicae sinemis 
@ A S ) ,  Qingkailing (QIU) and Shuanghuanglian (SHL) were used on 
a rat model of chronic I! amginosa lung infection mimicking cystic 
fibrosis (CF), which was made by an inuatracheal challenge with al- 
ginate beads containing I? aemginoso (lo9 CFU/ml). The drugs were 
administered subcutaneously once a day for ten days starting at the 
day of challenge. Two weeks after challenge, lung histopathology, 
bacterial clearance, serum antibody response etc. were evaluated. 
Results: Bacterial clearance was improved in all three treated 
groups (p 0.05, p < 0.02, p c 0.01) compared to the control. I? 
aeruginosa was detected in all 10 control rats (100%) and only 2 out 
of 5 rats (40%) in the SHL (p < 0.01). The severity of gross lung 
pathology in all three herbal groups decreased (p < 0.02, p < 0.005, 
p < 0.005) and the lymphocyte% in peripheral blood increased (p < 
0.05, p < 0.01, p < 0.005) in comparison with the controls. In the 
SHL treated group, the neutmphd% in peripheral blood, the serum 
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anti-P aeruginosa IgG level, the incidence of lung abscesses and the 
pulmonary idamma tion were lower or milder than in the control 
group (p < 0.05). The RAS treatment reduced fever, lung abscesses 
and lung mast cell number as well as lowering serum anti-I? aeruginosa 
IgGl level, when compared to the control group (p < 0.05). SHL 
expressed some anti-P aeruginosa activity whereas RAS and QKL did 
not. 
Conclusions: SHL. and RAS showed a Thl-like effect in the 
study and might be potential promising drugs for stimulating the 
immune system in CF patients with chronic P amginosa lung infec- 
tion. 
I PI 31 5 1 Minocycline and Cefotaxime Therapy for Vibrio 
vulnificus Infection in the Mouse: Superiority 
of Combination Therapy 
Y.C. Chuang, WC. KO, JJ. Wu, K.Y. Huang. National Cheng Kung 
University, Tainan, Taiwan 
Objectives: To evaluate the efficacies of minocycline and cefo- 
taxime therapy for Kbrio vuln$cus infection in an animal model. 
Methods: All mice were subcutaneously injected with Kvuln@us 
over the left hindquarter. The inoculum size ranged h m  1.0 to 2.5 
x lo7 cfu. Suboptimal (1/10 dose) or full dose of antibiotics were 
given intraperitoneally 2 h after bacteria. 
Results: AU control animals died w i h  14 h. In the experiments 
with l/lO-dose treament, combined group did sigfllfcantly better 
than any single antibiotic group (combined on vs cefotaxime, p = 
0.002; combined vs minocyche, p = 0.002), whereas no sigdcant 
ditference was observed between two single drug groups. At the end 
of this experiment (72 h after initial treatment), 45% of the the mice 
in the combined regimen group survived whereas none of the mice 
in the two single drug groups did. When treated with full dose, the 
combined, minocycline and cefotaxime groups had sunrival rates of 
82,79, and 43%, respectively. 
Conclusions: In experimental K uulntjms mfections, combined 
antibiotic therapy obviously is better than the single antibiotic reg- 
imen, while minocycline is clearly a better choicc when only one 
single antibiotic is to be given. 
-1 Bacteria in Early Biliary Stent Blockage in 
Porcine Model 
€? Aucher ', G. Grollier 
J.L. FauchPre 
'Dept ofsurpy ,  University Hospital ofpoitiers, Fiance, 3 ~ t  .f 
hepatology, Univmify Hospital .f Poitiers, France 
Objectives: The aim of this study was to know whether bac ted  
enzymes were involved in stones formation in b h r y  stents. 
Methods: Twenty six large white pigs (aged tium 8 to 10 weeks, 
weight 20 to 30 kg) were stented by choledocotomy and bile duct 
ligation with 5F (n = 8), 7F (n = 10) and 10 F (n = 8) polyethylene 
blllary stents (PBS, Wilson Cook). The PBS were surgically re- 
moved, immemately placed in liquid nitrogen and stored at -80°C 
until bacterial culture. All the bacteria (aerobic and anaerobic) iso- 
lated were tested for lecithinase and lipase activities on egg yolk agar. 
B glucuronidase and several esterase activities were assessed by API 
ZYM system (bioMtrieux, France). 
Resul- Pigs died tium sepsis and/or jaundice (n = 8) or were 
sacrificed (n = 18, including the 8 with 10 F stents). 13 out of 26 
PBS were clogged. The stents were colonized (?lo5 CFU/ml) by 
a polymicrobial flora (mean = 4.8 strains per stent). 113 a e r e n t  
strains were isolated (73 aerobic and 40 anaerobic). In each case, 
at least one s t r a i n  produced phospholipase or glucuronidase. These 
N. M d o t  ', M. Beauchant ', 
'Microbiologie A, Univenity Hospital of Poitien, France, 
enzymatic activities were chiefly observed among anaerobic bacte- 
ria. 
Conclusion: Anaerobic bacteria could play a major role in dog- 
ging stents by precipitation of calcium b h b i n a t e  and calcium salts 
of fatty acids. 
[PI317 I Experimental Escheridria coliEpididymitis in 
Rats - Outcome of Antibiotic Treatment on 
Chronification of Infection 
M. Ludwig', C.A. Jantos', S. Wolf', M. Bergmann2, K. Failing ', 
W Weidner 
Germany 
Objectives: To develop an animal model of experimental Escherichia 
(E.) coli epididymitis to assess the impact of antibiotic therapy with 
spdoxacin (SPFX) - a new highly potent quinolone - on the 
outcome of infection. 
Methods: In 60 male Sprague-Dawley rats experimental epi- 
didymitis was induced by inguinal incision and injection of 0.1 ml 
of an E. coli 0:6 suspension (lo6 du/ml) into the epididymis after 
puncture of the right ductus. 24 h later, a 7-day regimen of SPFX 
(50 mg/kg body weight) was started in 30 rats. 14 days, 3 and 6 
months post infection (p.i.), the animals were sacrificed. We com- 
pared in treated to untreated rats microbiological findmgs in both 
epididymes and the prostate as well as histological alterations in both 
epididymes and both testes. 
Results: Microbiological fmdings in untreated animals were as 
follows: 
' Univenitdt G i g e n ,  Germany, 'Universitiit Halle, 
Median (cfdml) 
lnfccted epididymis 14 d p.i. 30 nu 6.45 x lo' 
lnfecced epimdymir 3 m p.i. 2 ncs 1.2 & 2.9 x lo4 
Prorate &and 6 m p i  1 nc 
Pmrcate gland 14 d p i .  3 nu 5.57 x 102-8.8 x 104 
All epididymes and the prostate of treated animals were sterile. 
Histopathologically, the d a m m a  tory reaction and the destruction 
of epididymal ducts in the treated rats was lower. However, tnflam- 
mation and even abscess formation was present in spite of antibiotic 
treatment. None of the testes demonstrated altered spermatogenesis. 
Conclusions: These data indicate that ir&arnmation once initi- 
ated is perpetuated instead of early and effective therapy and may 
lead to deleterious effects on male fertility. 
1 PI318 I The Influence of Experimental Invasion with 
Toxop/asma gondiion Non-Specific and 
Specific Immune Response in Mice 
P. Kajfasz, W Basiak. Clinic of Zoonoses and 3opical Diseases, Medical 
Uniuenity, Warsaw, Poland 
Objectives: This study was performed to determine T-cellular im- 
mune response in mice during early phase Twoplasma gondii in- 
traperitoneal invasion. 
Materials and Methods: Inbred female mice s a a i n  CFW/Pzh 
weighing 20-25 g each were used to study. Bmin-tissue cysts of the 
GAIL strain T gondii were used for challenge mfections. Mice were 
inoculated with 5-8 cysts intraperitoneally Animals were sacrificed 
by neck ddocation on Day 7 or Day 14 after infection. Non-specific 
cellular immune response was estimated by blastogenic transfonna- 
tion of splenocytes induced by mitogens (PHA, C o d ,  LPS). Par- 
asite-specific cellular immune response was evaluated by blastogenic 
transformation of splenocytes induced by ?: gondii soluble antigen in 
concentrations: 1, 10,50 and 100 pg/ml. 
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Results: Statistically sigdcant decrease of blastogenic transfor- 
mation of splenocytes to all three mitogens in 7-day mfected group 
compared with 7-day uninfected control group and in 14-day in- 
fected group compared with 14-day uninfected control group has 
been found. Increase blastogenic transformation of splenocytes in- 
duced by varying I: gondii soluble antigen concentrations in 7-day 
mfected group compared with 7-day uninfected control group has 
been noted, but differences were not sigmfkant. Only for antigen 
concentrations: 50 and 100 p g / d  increase blastogenic transforma- 
tion of splenocytes in 14-day infected group compared with 14-day 
uninfected control group was statistically sigmficant. 
Conclusions: Depression of blastogenic transformation of 
splenocytes to PHA, C o d ,  LPS can prove suppresive influence of T 
gondii on non-specific cellular immune response in mice during early 
phase of intraperitoneal invasion. Parasite-specific T-cellular immune 
response induced by T. gondii soluble antigen developes with delay 
what can suggest inhibitory d u e n c e  of parasite on spec& cellu- 
lar immune response in mice during early phase of intraperitoneal 
invasion. 
Subsets of Splenocytes in Mice during 
Experimental Invasion with Toxoplasma gondii 
I? Kajfasz, W: Basiak. Clinic $Zoonoses and Tropical Diseases, Medical 
Univmir/, Warsay Poland 
Objectives: This study was undertaken to determine alteration of 
L3T4 (CD4+) and Ly- (CD8+) lymphocyte subsets in spleen during 
early phase Twoplusma gondii invasion in mice. 
Materials and Methods: Inbred female mice strain CFW/Pzh 
weighing 20-25 g were used to study. Brain-tissue cysts of the GAIL 
strain T. gondii were used for challenge infections. Mice were in- 
jected with 5-8 cysts intraperitonedy. Animals were sacrificed by 
neck dislocation on Day 7 or Day 14 after infection and their spleens 
were removed in order to establish cultures of splenocytes. Phe- 
notype analysis of splenocytes was performed using mouse mon- 
oclonal antibodies [anti-L3T4/CD4+ fluorescein, anti-Ly-Z/CD8+ 
a-phycoerythrin (Boehringer Mannheim GmbH, Germany)] on a 
FACScan flowcytometer (Becton Dickinson, USA). 
Results: The percentages of L3T4 (CD4+) and Ly-2 (CD8+) 
splenocytes in 7-day mfected group in comparison with 7-day unin- 
fected control group were similar. The percentage of L3T4 (CD4+) 
splenocytes in 14-day infected group in comparison with 14-day 
ulllnfected control group Hered  slightly. On the other hand sigmf- 
icant percentage increase of Ly-2 (CD8+) subset of splenocytes in 
14-day infected group in comparison with 14-day uninfected con- 
trol group has been noted, whch led to marked decrease of the 
L3T4 (CD4+)/Ly-2 (CD8+) ratio. 
Conclusion: Si&icant percentage increase Ly-2 (CD8+) 
splenocytes indicates the substantial role of t h ~ s  subset of spleno- 
cytes in cellular immune mechanisms against parasite during early 
phase of T. gondii invasion in mice. 
I PI320 I Development of Bactrim Tolerance or 
Resistance or by Pneumocystis cariniiduring 
Long-Term Treatment of Experimental Infection 
M. Hattenberger ', S. Kunz ', J. Blaser *, B. Joos ', J. Vaxelaire 
0. Zak' ,  T. O'Reilly'. 'Novartis Pharma Inc., Basel, Switzerland, 
'Uniuersity Hospital, Zurich, Switzerland 
Objectives: To determine $I? carinii can develop tolerance or resis- 
tance to standard therapy. 
Methods: Cyclic treatment (25/125 mg/kg/day trimetho- 
pritdsulfamethoxazole [TMP/SMX] for 3 weeks followed by 3 
weeks of no treatment) of scid mice bearing I? carinii and deter- 
mination of lung cyst counts during each cycle. 
Results: High-dose TMP/SMX (>50/250 mg/kg/day) treat- 
ment reduces cyst counts below the limit of detectability (-4 log 
cystslg lung) in infected mice. Low-dose TMP/SMX treatment also 
reduces cyst counts, but counts increased again during the treat- 
ment-he period. Cyclic low-dose treatment was associated with a 
progressive reduction in the effectiveness of TMPISMX treatment. 
During the first cycle, cysts were reduced by treatment horn 7.25 
f 0.22 to 4.93 f 0.5 log cystslg lung, and after three weeks of no 
treatment, cyst counts increased to 7.02 f 0.17 log cysts/g lung. 
TMPISMX was much less effective at the end of the fourth cycle 
reducing counts h m  7.14 f 0.12 to 6.37 f 0.21 log cysts/g lung. 
High-dose (801400 mg/kg/day) TMP/SMX-treatment of mice pre- 
viously treated with four cycles of low dose TMPISMX reduced 
cyst counts h m  6.92 f 0.16 to 4.33 =t 0.11 log cysts/g lung, 
but only 2/11 mice had counts below the limit of detectabihty 
The S-adenodymeduonine decarboxylase inhibitor CGP 40215 (10 
mg/kg/day) retained effectiveness in such mice, reducing cyst counts 
to t4.17 log cysts/g lung with cyst counts below the h t  of de- 
tectability in 7/8 mice. 
Conclusions: Prolonged sub-effective TMP/SMX treatment re- 
sults in a reduction in TMP/SMX efficacy suggesting I? carinii can 
develop tolerance or resistance to Bactrim that is not cross-resistant 
to other agents. 
1 P1321 1 Inoculation Route Affects the Progress and 
Response to Antibacterial Therapy of 
Experimental Mycobacterium kansasii 
Infections 
M. Krebs ', Ch. Luscher ', J. Vaxelaire ', S. Kunz 
0. Zak', T. O'Reilly'. 'Novartis P h r m a  Inc., Barel, Switzerland, 
ZKantonsspital, Basel, Switzerland 
Objectives: To evaluate the effect of the inoculation route of M .  
kansasii on progress of infection and response to azithromycin (AZ) 
treatment. 
Methods: Beige mice were infected i.v. (10' CFU) or intranasally 
(i.n.; lo6 Cnr) with M. kansasii isolated h r n  AIDS patients. Mice 
were treated with 200 mg/kg AZ (q24 h, p.0.) for 21 days stariing 
7 days post mfection. Sunrival and lung, liver and spleen CFU were 
determined. 
Results: Preliminary experiments with several M. kansasii strains 
indicated that i.v or i n .  infection routes gave s d a r  lung CFU (6-8 
log CFU/g), but dissimilar spleen and liver CFU (in. < 2-3 log 
CFU/g less than i.v.). M. kansarii LO211 infections were lethal only 
by i.v. inoculation (i.n.: 0%; i.v. 100% at 30 days). Seven days post 
infection with M. kansasii L0211, mice had similar lung CFU (in., 
6.8 f 0.6; i.v., 6.4 f 0.2 log CFU/g), but dissimilar spleen (i.n., 
(2.6; i.v., 6.9 f 0.5 log CFU/g), liver (in., 52.4; i.v., 7.1 f 0.5 log 
CFU/g) and blood (i.n., 51.3; i.v., 3.5 f 0.1 log CFU/ml) CFU. 
Tissue CFU persisted over 21 days of mfection in i.v. infected mice, 
but increased in i.n. infected mice. Bacteremia of -3 log C F U / d  
was consistent over 21 days in i.v. mfected mice, but never detected 
with i.n. infection. AZ treatment completely promoted the sunrival 
of i.v. infected mice, cleared baaeremia (<1.3 log CFU/mL), but 
did not dramatically reduce organ CFU (lung, 6 f 0.1; liver, 4.6 f 
0.1; spleen, 6 f 0.4 log CFU/g). AZ treatment of i.n. infected mice 
dramatically reduced lung CFU (AZ-treated, 3 f 0.3; saline-treated, 
5.4 f 0.3 CFU/g lung). 
Conclusions: Inoculation route profoundly alters progress and 
outcome of antimicrobial therapy of experimental M. kansasii infec- 
tions. 
R .  Frei ', 
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-1 RU 004 Treatment of Penicillin Resistant 
Pneumococcal Experimental Pneumonia in 
lmmunocompetent Mice 
M. Rouse, K. Piper, N. Henry, W. Wilson, R. Patel, J. Steckelberg. 
Mayo Clinic, Rochester, MN, USA 
Penicillin resistance among clinical isolates of pneumococci is in- 
creasing and has been reported to be higher than 50% in some areas 
of the world. Optimum treatment has not been established. The 
of 27 clinical isolates of penicillin-resistant (MIC 21.0) S. 
pneumoniae (PRSp) was 4 pg/mL of erythromycin, 1 p g / d  of 
amoxicillin, 0.5 pg/mL of pristinamycin, and 0.25 W g / d  of RU 
004. Using an isolate of PRSp a rokitramicin MIC of 16 pg/mL 
in an immunocompetent mouse model of pneumonia, we compared 
the pulmonary clearance of PRSp after treatment mth  erythromycin 
100 mg/kg IP, amoxicillin 25 mg/kg PO, pristinamycin 100 mg/kg 
PO, or RU 004 50 mg/kg PO. Treatment was initiated four hours af- 
ter direct intntracheal bacterial challenge and administered every six 
hours for four doses. Six hours after the last dose, the mice were sac- 
rificed, lungs removed and quantitatively cultured. Results were ex- 
pressed as mean logto ch/g lung and analyzed by rank sum analysis. 
Treiment # Total # SuMvors Median - 
Loglo &/g Lung 25th-75 percentile 
None 19 13 6.09 6.44-7.36 
Ammdci l l in  14 12 6.37 5.414.70 
RU 004 14 14 5.45 5.09-5.16 
Erythromycin 14 13 7.09 6.78-7.40 
Prisdnomycin 14 . 12 5.96 5.774.49 
In a mouse model of rokinamycin-resistant PRSp pneumonia, 
RU 004 was as effective (P = NS) as pristinamycin and more effective 
(P < 0.05) than erythomycin or amoxicillin as assessed by pulmonary 
clearance of pneumococci 
I P I  323 I Comparative Efficacy of Amoxicillin (AMX) and 
Cefuroxima (CXM) in Experimental Otiiis 
Media (OM) Caused by a Penicillin-Resistant 
Pneumococcus (PRP) 
C. Cenjor, C. Ponte, A. Parra, E. Nieto, G. Garcia, M.J. Gimknez, 
L. Agdar, E Soriano. Fundacib Jimhnez Diaz,  Madrid, Spain 
Objectives: To compare in vivo efficacy of two p-lactam antibiotics 
at two Werent dosages in a model of OM caused by a PRP strain.  
Methods: A blood PRP (MIC = 2 mg/L) isolate with MIC for 
AMX and CXM of 1 and 4 mg/L, respectively was used. Middle 
ear (ME) dection was induced in gerbils by bilateral transbullar 
challenge with lo7 CFU per ear. Antibiotic treatment (sbc) was 
started 2 h post-inoculation and continued every 8 h up to three 
doses. Infection status was checked 3 days later by counting the 
bacteria in ME. Pharmacokinetic parameters were determined for 
all antibiotics and doses. 
Results: The percentage of culture-positive ME samples at day 
3 was as follows: untreated control (88.4), AMX 5 and 20 mg/Kg 
(16.7 and 25.0), and CXM 5 and 20 mg/Kg (61.5 and 50.0), the 
diflerence between treated and untreated animals being significant 
(p < 0.02, chi square) but AMX reaching a higher percentage of 
culture-negative samples as compared with CXM. The mean of 
loglo CFU/ZO pL of ME effusion was 2.57 (untreated), 0.74-0.92 
(AMX), and 1.24-1.87 (CXM). 
Conclusions: AMX at 5 mg/Kg dose was more efficacious than 
CXh4 at 20 mg/Kg in clearing bacteria from ME. Dzerences in 
antimicrobial susceptibility and pharmacokinetics can explain the 
results. 
Bacterial infections in immunocompromised 
patients 
I PI324 1 Microbiological Findings in Blood Cultures of 
Patients Undergoing Aggressive 
Chemotherapy for Haematologic Malignancies 
H.-H. Wolf', H. Lauf', G. Schuster', A. Franke ' ,  Tx! Konig'. 
' University Hospital, Depf. Haemafology/Oncology, Magdebug, 
Germany, 'Institute of Medical Microbiology, Mazdebug, Germany 
Early onset of empiric antimicrobial therapy is essential for patients 
@ts) presenting profound neutropenia after chemotherapy in order 
to survive mfectious complications. 
Patients' Characteristics: We report results of 4328 blood sam- 
ples from pts treated in one single ward sdering from haematologic 
malignancies. 
Results: Microbiological characterization of mimorganisms was 
done in 752 specimens (17%). Gram-positive bacteriae were found 
in almost 60% of all the isolates (Staph aureus 4.9%. Staph 
Coagulase-negative 44.4%, Streptococci 6.6%, Enterococci 2.9%, 
Corynebact 8.1%). Main Streptococcus species (spec.) were Strept mi- 
tis (n = 18) and Strept orah (n = 6). Gram-negative bacteriae were 
found in 23% (Enterobacteriaceae 16.5%, Pseudomonas spec. 2.8%). 
anaerobic bacteriae in 3.6% of the isolates. Candidaemia was seen in 
6.6% (Cand albicans: Candlusitaniae: Cand tropicalis = 11:2:1). 
Conclusions: Compared to findings in intensive care units there 
were more enterococd, corynebact and canmda spec., but much less 
isolates of gram-negative bacteriae in patients undergoing immuno- 
suppressive cytostatic therapy, probably due to mucositis, selective 
decontamination and central venous catheters. Empiric antimicro- 
bial therapy regimen should be adjusted to microbiological results. 
I P I  325 1 Prognostic Factors in Adult Cancer Patients 
with a Blood Stream Infeetion 
E. Velasco, L.C.S. Thuler, C.A.S. Martins, L.M.C. Dias, 
VM.S.C. Gonqalves. National Cancer Insfifute, Rio de Jam'ro, Brazil 
Objective: To assess determinants of prognosis for patients with 
cancer and blood stream infections (BSI). 
Methods: Retrospective analysis of all episodes of BSI that OC- 
curred from January 1993 to December 1994 at a terciary oncol- 
ogy center. Microbiology records were reviewed for positive blood 
cultures and data were collected from medical charts. Variables con- 
sidered were: gender, age, BSI source, underlying diagnosis, hospital 
vs. community origin, chemotherapy, radiotherapy, use of antibi- 
otics, antihngal agents, steroids, parenteral nutrition, antiacid/HZ 
blockers, central venous catheter, presence of neutropenia, Kamof- 
sky score, hyperghcemia, pulmonary infilmtion, weight loss, hy- 
potension, uni/polymicrobial infection, prior surgery, antimicrobial 
therapy adequacy, length of hospitalization before BSI. We used a 
logistic regression model to assess the effect of these factors as pre- 
dictors of death. 
Results: The study enrolled 313 episodes (266 patients). Crude 
mortality rate was 48.5%. Mean age was 47.6 years (SD: h19.9 
range: 15-92), and mean length of time between admission and first 
positive blood culture was 15.6 days (SD: h16.5). Main underly- 
ing disorders were: solid malignancy (43.5%) and leukemia (24%). 
Hospital acquired BSI constituted 72.8% of all episodes. Multivari- 
ate analysis identified 5 independent predictors of death: Kamofsky 
score 120% (OR = 5.4; 95% confidence interval [CI] 2.9-10.2), 
fungemia (OR = 2.7 95% CI 1.2-6.5) hypotension (OR = 2.7; 95% 
CI 1.5-5.2), hyperghcemia (OR = 2.6; 95% CI 1.2-6.1), weight 
loss (OR = 1.8; 95% CI 1.1-3.3). 
